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膀胱腫瘍に対するCarboquoneの膀胱内
       注入療法に関する基礎的研究
一正常Beagle犬に対するCarboquoneの膀胱内注入による影響について一
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FUNDAMENTAL STUDIES ON INTRAVESICAL INSTILLATION
            OF CARBOQUONE FOR TREATMENT
              OF URINARY BLADDER TUMORS
         ON THE EFFECTS OF INTRAVESICAL INST工LLATION
          OF CARBOQUONE IN NORMAL BEAGLE DOGS一
   Eigoro OKAJiMA， Masumi IJuiN， Tadashi HiRAMATsu，
   Kunihiko KiHoiN， Yoshihiko HiRAo， Soichi OHARA，
  Takashi HiJtoKA， Katsuhiro BABAyA， Tsutomu SHioMi）
Shoji SAMMA， Kazuo KuBoTA， Sadao KoMADA， Kenji SAsAKi，
       Katsunori YosHiDA and Kiyoshi OK．AMuRA
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            （Director： Prof． E． Oka」’ima， M．D．）
   The efl；ects of intravesical instiliation of Carboquone at the clinically used doses of 5 and
10 mg on the normal mucosa of female beagle dogs was compared with that of 10 mg Mito－
mycin C used as the control drug．
   Intravesical instillation for 48 hours of 10mg carb6quone／’20 ml phosphate buffer solution
（PBS） after bilateral cutaneous uretrostomies Produced severe inflammatory changes in all
layers of the bladder wall． However， no secondary effects were observed in blood laboratory
examinations or histological examinations of the whole organ after autopsy． Phosphate buffer
solution produced no ramakable secondary effects in animals． Five milligrams carboquone
per 20 ml PBS was instilled intravesically once a week for 3 weeks in normal animals．
Cystscopically， the bladder mucosa recovered normally． Blood laboratory examinations
showed no abnormal results， but the bladder epithelium had regenerative epithelial hyperplasia
and slightly inflammatory changes in the submucosal layers． Two of the three control ani－
mals giVen instillation of 10 mg of Mitomycn C／20 ml PBS had slight leucopenia at 7 days
after the last intravesical instillation， but leucocyte count was normal at the end of the ex－
periment． CYtoscopic and histological examination of the epjthelium of the urinary bladder
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revealed severe infiammatory changes in 2 of the 3 animals．
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略す）pH 7．0－7．320 ml ampule入（三共株式会社）
を用い，CQまたはMMCの溶解液ならびに対照群
の注入液とした．
















 CQ 10mgをPBS 20 mlに溶解した試験薬剤液



























 第1群：CQ 5 mgを1週1回，3週問，計3回膀
胱内に注入した実験群（・1頭）．



























































Table 1． Changes in body and organ weights
Expermentat Effective
 group no，of dtgs
Body weight （kg） Organ weights （g）






   smg
E
 2，MMC  TOmg
3 9，3±O．85 9．e±O．70 32±3，46 31±1，15 18±5，86 243±25，3 17±4．62 90±10
27．8±0．647．6±0．7126±5．6628±2．839±1．41330±14，1415±ア．Ol 66±8．49
48．9±0．868．4±1，0629±5．3828±4．0321±1016↑330±3029±ア．1986±6．56
3   9．ア±0．898．2±1．01 29±6．11 24±0．58 24±3．69 311±119．0 21±5．29 89±6．43
Table 2． Results of hematology， urinalyis and blood chemistry
Exper，mental group
Effective Hematology
no・of RBc Hb Ht w B c
 cicgs （×10‘／”vn！） （mg／de） （％） （／mm3）
  Urinatysis
RBひW C零Bactoria Al－p
一十聾一十十 一  十
               Blood chemistry











624±7   15，4±OA 47       ア600±141  3 0 0 3 0 0
734±74 18，5±3，2 55．5±4．9 7900±ss5 O O 3 O O 3
555±18ア 12．6±4．3 29  ±1L31D850±3889 2 0 0 2 0 0
562±121 12．6±2，5 37．5±7．8 23400±5939 O O 2 O 2 O
3 O 3．7±O，6 27±7．2
3 16，3±4，6 32±9．0
2 O 9，5±4，95 30±9，9

















         Befcre exper）ment
  1・Esqu，rXXie At廿ve 7 th dsy
    smg after lnstllletloo
         At 晩醐 of exper）ment
皿
         Befcre exporiment
  2． MMC At the 7 th dsy
         after instIlletlon     10mg









15，2±3．2 47，3±5，1 6900±886 4 O O 4 O 0
13．3±3．1．S1．7±ア．2  8050±2007 1 1 2 1 1 2
14，6±2，1 47．3±5，7 88800±2333 1 3 O 2 1 1
     52 9500 3 0  0  3 0  0
17，3±5，6 52 ±2．5 83eO±7514 1 1 1 2 1 0































































Table 3． Histological findings of the urinary bladder
Urdnary
biadder
Deg ’ number  Esquinone 1．Qng 48hrs． Pho＄ptate beffer 48hrs．
1001 1002 1004 1003 1005
Method of instillation
      Esquinone 5 mg／WX3
 1 16 1 17 1018 1021
   MMC 10mg／WX3
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Fig． 1． Gross appearance of bladder lumen of dog no． ．1003
       after 48 hours of intravesical retention of 10mg
      carboquone． Thickness of the bladder wall and
      hemorrhage and necrosis of mucosa are seen in all
       areas of the urinary bladder
Fig． 3． Gross appearance of bladder lumen of dog polnlOO4
       after 48 hours of intravesical retention of 20 mg
       phospate buffer． Edema of the bladder mucosa is





Fig． 2． Necrotic change of the bladder epithelium， edema
       and inflammatory cell infiltration are observed
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Fig． 4． Severe edema of the submucosal layer of the urinary















Cystoscopic appearance of dog no． 1017 before the
experlment
Fig． 7． Cystoscopic appearance of dog no． 1017 at 2 weeks
       after 3 intravesical instillations of 5 mg carboquone
       The bladder mucosa is normal in appearance
Fig． 6． Cystoscopic appearance of dog no． 1017 when ex－
       amined just after 3 rd intravesical instillation of 5
       mg carboquone． Hyperemia and edema of the blad－
       der mucosa are seen
Fig． 8． Cystoscopic appearance of dog no． 1017 at the end
       of experiment． The bladder mucosa is normal in














       experlment




Fig． 11． Cystoscopic appearance of dog no． 1019 at 2nd
        week after 3rd intravesical instillations of mitomy－
        cin C 10 mg． Hyperemia and small bleeding areas
        are seen in the urinary bladder
Fig． 10． Cystoscopic appearance of dog no． 1019 examined
        just after 3rd intravesical instillation of 10mg mi－
        tomycin C． Hyperemia and small bleeding areas
        are seen in the bladder
Fig． 12． Cystoscopic appearance of dog no． 1019 at the end
       of experiment． Hyperemia and edema are seen
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13 Gross appearance of bladder
 lumen of dog no． 1017 after
 fixation with 10％ buffered
  formahn solution
Fig． 14． Some areas of hyperplasia of transitional
      cell epithehum are observed in the urmary
      bladder of dog no． 1017 （HE stam x lOO）
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Fig． 15． Gross appearance of bladder
      lumen of dog no． 1019 after
      fixation with 10 fe160 buffered







Fig． 16． Diffuse hyperplasia with atypical cells of
      transitional cell epithelium are observed in
      the urinary bladder of dog no． 1019 （HE
      stam ×200）




































工丸面5～10mgのCQを10 一一 100 mlの希釈用緩衝
液，または生理食塩水に希釈して膀胱内注入がおこな
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